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SKIN OTHER (SKO ) IN:105-105:1 00 1.:0 70 0:634-0.722-0.733

HAEMANGIOSARCOMA (478 ). IN105-1052 6435 3639

Spontaneous tumor pct: <= 1% in ctrl., - Total - 0100
SKIN OTHER {SKD ) IN 105-105 1 1000 1,000 0.743.0.753

LEIONYOMA (621 ) IN 105-105 2 63363639

Spontaneous. tumor pet: <= 1% in etrl. - Total - 1000
SPLEEN (sp ) IN 105-1051 0100 0.634 0.722 0.733

HAEMANGIOSARCOMA (475 ). IN 105-1052 6435 36 39

Spontaneocus tumor pct: <= 1% in ctri. - Total = 0100
SEMINAL VESICLES (sv ) FA 88 1 1200000 1.000 0.728-0.739

ADZNOCARCINOMA (334 ) FA 88 2 96:52 47 48

Sportaneous: tumor pet: <= 1% in etrl. - Total - 10000
TESTES (L&R) (TE ) IN 78-81 1 4010 0.21%°0.223 0.225

INTERSTITIAL CELL TUMOUR™ (254 ) IN 79-91 2 179871076

IN 92-104 1 20001

IN 82-104: 2 18:12.-78

IN 105-105.1 10.:3:7:8

IN 105-105 2 54332531

Spontaneous  tumor pet: 13% in etrl. = Total B 1 389
TEYROIDS - (L&R) (TH ) IN 53-78 1 0000170 0.726 0.B05 ¢.g0%

FCLLICULAR CELL ADENOMA (143 ). IN 53-78 2 10435

IN 92-104 -1 1.-0-00

IN 92-104 2 1871277

IN 1051051 1020

IN 105-105 2 59:36 34 39

Spontaneous. tumor pet: 2% in-ctrl. - Total - 2030
N CZDS" {L&R) (TH ) IN ' 78-91 1 107000 0.558 0.474 C.481

~FOLLICULAR: CARCINOMA - (173 ) IN 78591 2 20811 6

IN 105-105 1 1010001

IN 105-105 2 5935 36.38

Sporntaneous- tumor peot:r 2% intectrl. = Total = 251001
HYROIDS (L&R) (TH ) IN 53-78 1 00 10 0.391 0.586-0.598

k ICULAR CELL CARCINOMA {228 ) IN 53-78 2 100435

Spontaneous tumor pet: <= 1% in etrl. - Total 00 1.0
0IDS (L&R) (TH ) "IN 53-78 1 1502020 0.954 0.947 0.948

FOLLICULAR ADENOMA (236 ) IN"53-78 2 94 40S

IN 79-91 1 1-0-1:00

IN 79-81 2 207810 6

IN 92-104 -1 20000

IN 92-104 - 2 1712707

IN 105+105.1 & 4. 5.2

IN 105-105 2 523231 37

Sportaneocus tumor péet:. 10% in ctrl. - Total - 1294 62
2IL ‘ (TL ). IN:53-78 1 0.0 1.0 0.391:0.586 0.598

PAPILLOMA (119 ) IN: 53-78 2 10435

Spontaneous tumor pet: <= 1% in €trl. - Total - 0-0-1 0
TORGCE (TO ) IN-92-104 1 0.0 0.1 0.1550.010 0.011

SQUANOUE CELL PAPILLOMA (393 Y IN-92-104 2 19120706

Spontaneous tumor pet: <= 1% in ctrl. - Total - 0001
TECRAX (TX }. FA 101 1 0001 0.215 0:029:0.031

MESOTHELIOMA (461 ) FA 101 2 7341 3941

Sponitanecus tumor-pet: <= 1% in etrl. - Total - 0000001
TEWUS (TY ) FA 103 1 1000 1.000 0.740.0.750

THYROGLOSSAL  DUCT CARCINO (455 )y FA 103 2 6835 .38 3%

Spontanecus tumor Pet: <= 1% in etrl. = Total - 1000
TEYMUS (TY YOIN 105-108%. 1 1001 0.304 0.28370.289

TEYMOMA (564 ) IN-105-105 2 6134 3638

FA B8 1 0010
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NDA 21-107, Lotronex A-8
Fa 88 2 94 50 4647
Spontaneous tumor pct: <= 1% in. etrl. < Total = 1:0.71
MISCELLANEOUS (20 ) 'FA 50 1 0010 0.394 0.571 0.584
SCHWANNOMA (012 ) FA 50 "2 11860 58 &7
Spoqtaheous tumor pct: <= 1% in etrl. - Total - 0010 '
LEFT SUBLIN §.G (200 )} FA 91 1 0010 0.401 0.581 0.554
ADENOCARCINOMA (369 ) FA 91 2 83 .48.42 45
Spontaneocus tumor pet: <= 1% in ctrl. - Total = 00 10

APPEARS THIS WAY
ON ORIGINAL
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Analysis of Female Rats

Number of Animale
Cmamm jmis Bade
Dose-nnriality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions. snd
Life Table Data Version 2.1, by
Species: Rats
Sex: Female

Time-Adjusted P
Method Trend Test Statistic Value
Cox Dose-Mortality. Trend 1.28 0.2613
Depart from Trend Y4.77 0.0918
Homogeneity 6.04 0.1088
Kruskal-wWallis Dose-Mortality Trend 0.96 0.3278
Depart from Trend 4.60 0,1001
Homogeneity 5.56 0.1350

B e

Sex: fFemale

Dose

CTRL Low MED HIGH

Num, [Num. {cumu}Nunm. |Nun. |cumu Num' {Num, [Cumu | Num, |Num. | Cumu
of at |Pct.| or at {Pct,| of 2t |Pect.{ of at [Pct.
Deag|Risk|Died{Dead{Risk|Died{Dead|Risk|Died|Dead Risk|Died

Week

0-52 gl 120f 1.7 1 66 1.7 1 B0 1.7 . . .
§3-78 Bl 118 8.3 L] §9| 8.3 s 59110.0 3 BO( 5.0
79-91 8] 11015.0 T §5|2e.7 5 54118.3 9 E7{20.0

92-104 26| 102]36.7 15 N4 (51,7 11 49{36.7 T 48|31.7

105«
108 76| 120163.3 29 60[48.3 38 60[63.3 LR 60)68.3

Analysis of Carcinogenic Potential
Test of Dose-Response (Tumor) Positive Linear Trend

Test Result:
NO SIGNIFICANT DOSE-TUMOR POSITIVE LINEAR TREND WAS DETECTED!

i tatistical Interpretation of Significance in Evaluation of Tumor ]
|/ - -Data Analyses Currently Adopted by CDER Divisions of Biometrics |

Y 'Exact Test - The statistical interpretatichn of sicnificancze is |
based on the exact test, if cne of the two followingisituation I
applies:

[

Filzname: N21107Carcin.do¢




BEST POSSIBLE C(
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1. The tumor is found either fatal to all the animals or
rnion-fatal to all the animals.

2.7 The tumor is fatal only to 'some but not to all animals, and
time-intervals for both situations of lethality ds not
overlap.

|
f
|
[
|
l
| The exact test is done using the Permutation test with general
| scores, which are the actual ‘dose valies. When the'scores are
| set to be equally spaced, the above test is knowri-as" the
| Cochran-Armitage test.
|

|

i

]

1

I

|

|

1

|

*- . Asymptotic test - The statistical interpretation of significance
is' based on the asymptotic test, if none o¢f the above situations
applies. The asymptotic test uses the Z-statistic; following the
standard normal distribution.

¥ Cutoff Point for P-vValue - To adjust for the effect of multiple
testing, one can use a rule proposed by Haseman. A modified
rule, proposed by the Divisions of Biometrics, CDER/FDA is
i applied to' the trend tests: in the review. " In order to keep the
! overall type-I error at the level of about 10%, this rule states: |

i
i 1. Tumors with a spontanecus. tumor rate of 1% or less may be i
i tested at the 0.025 significance level. !
i 2. . Otherwise, the 0.005 significance level may be used. |

f

nalysis of Carcinogenic: Potertial in Female Rat
Test of Dose-Response (Tumor) Positive Linear Trend
Study: No. R12458
Run Date & Timeé: - September 1, 1599 (13:45)

Noter Dose Levels Included: CTRL LOW MED HIGH (0 1 6.5 40)
Missing value in Tumor-Caused Death is treated as tumor not c¢ausing death
Tumor Type: IN: Incidental (nonfatal) tumor, FA:- Fatal tumor.

S8AN U TISSUE NAME (ORG#) - "TUMOR- TIME ROW 2xC CONTINGENCY EXACT ASYMP ASYMP PROB
AND TUMOR NAME (TMR#) - TYPES STRATA . NO.  w=oioolz TABLES-=~-xt PROB - PROB''/CONT CORR
=P(STAT .GE. OBSERVED)

FINAL CTX L&R (AD ) IN 105-106"1 0- 0. 01 0.222 0,032 0.034

co CAL ADENOMA (453 ) IN- 105106 2 7625 3840
Spontaneous’ tumor pet: <= 1% in crl. - Total - 0001
(AF ) IN 105-1061 1250000 1.000 0.742 0.782
(585 ) IN 105-106 2 75:29.38-41
AN@OUS Ttumor pct: <= 1% in ctrl. = Total - 1000
NAL MED L&R (AS ) IN 92-104 1 01000 0.339 0.273 0.277
T20ONMOCYTOMA (283 ) IN"92-104°2 2614117
IN 105-106" 1 3000002
IN 105-106 2 732938 39
3% in ctrl.. - Total - 3010002
{BNO ) FA-93 1 0001 0.129°0.110-0.115
(447 ) FA 93 2 101.743-49:46
FA 101 1 0.-01:0 B
FA 101 2 B0:30741 42
Spontaneous tumor pet: <= 1% in crrl.. - Total - 0011
(BNO ) IN 105-106 1 11000 0:830 0.809 0.815
(474 ). IN-105=106 2 75283841
<= 1% in ctrl. < Total ~ 11,00
SEAIN X3 (BNO ) IN 105-106 1 0-0:.0-1 0.222 0.032.0.034
GRANULAR. CELL TUMOUR (580 ) IN 105-106 2 76 .29 38 40
Spontaneous tumor pct: <= 1% in etrl: < Total - 0001
ZUCZENUM (DU )0 IN 92-104:1 G100 0.818 0.773 0.785
LEICHYOMA (446 ). IN92-104 2 2614 117
IN 105-1061 1000
IN 105106 2 75:29 .38 41

Filename: N21107Carcin.doc ’




NDA 21-107, Lotronex A-11
Sposntaneous tumor pét: <= 1% in ctrl: < Total = 1:01:070000
E'POIETIC TUMOUR (HP ) IN 92-104 1 0100 0.559-0.660 0.674
MALIGNANT  LYMPHOMA (073 ) IN 922104 2 2614 117
Sporitaneous. tumor pet: <= 1% in etrl. - Total - 0 1700
H'POIETIC TUMOUR "(HP } FA 76 1 1000 1.0000.732 0.742
LYMPHOCYTIC LEUKAEMIA (203 ) FA' 76 2 111 %5 54 57
Spontaneous tumor pet: €= 1% in ctrl. - Total - 17000
H'POIETIC TUMOUR (HP ) "IN 105-106-1 10070 1.000:0.8160:822
HISTIOCYTIC SARCOMA (483 ) IN 105-106 2 75.29.°38:41
FA 99 1 10000
FA 99 2 87 344443
Spontaneous’ tumor pet: 2% in €trl. = Total - 2000
H'POIETIC TUMOUR (HP ) IN105-1061 15020 0.613 0.745 0.75%
LARGE' GRANULAR CELL LEUKA (615 ) "IN.105-106- 2 7529 36 41
Spontaneous. tumor pet: <= 1%-in ctrl. & Total - 1.0 250
E'POIETIC TUMOUR (HP ) IN 78-91 1 0001 0.272 0.0520.05%
GRANULOCYTIC LEUKAEMIA (626 ) IN 79-91 2 8711 5.8
Spontaneous tumor pet: <= 1%-in ctrl. - Total = 000701
JEJUNUM (JE ) IN'105-106 1 120000 1.0080.0.742 ¢.752
LIZIOMYOSARCOMA {614 ) IN 105-1062 7429 3841
Sporntaneous tumor pot: <= 1% in ctrl. - Total = 1060
(LIOD }IN 82-104 2 100070000 G.4E6E 0.308 0i3:1s
(438 ) IN'92-104. 2 2571511 7
IN 105-106-1 1001
IN. 105-1062 75-28 3840
in ctrl. - Total - 200071
(LM ) IN 92-104 1 01040 0.45%2 0.505 0.511
(290 )UIN 92=104° 2 2614 117
IN 105106 21" 200001001
IN 105-106-2 7428 3640
Spontanecus tumor pet:. 2% inetrl.”~ Total = 210100
MIMNARY A CCAUD (MAD ) IN 92-104 1 0010 0.813 0:925 ¢.927
FIBROADENOMA (521 Y. IN 9221042 2415107
IN' 105-106 1 2320
IN:105-106"2 74263641
o e BB 102 1 100000000
e FA: 102 2 78:3040:42
Spontaneous: tumor pet: 3% inetrl. = Total B R s L 1]
(MES ) INT92°1041 10171 ©0.129°0.132. 0,134
e Q2700 0 ) INS 922104 2 251510 .6
IN 105-106 1 202123
IN. 105-106-2 7427 3738
FA 49 1 0010
FA 45 2 1196055 60
FA 51 1 0100
FA 51 2 118 59:59.60 -
FA 55 1 0010
FA 55 2 118:59.58 60
FA 70 1 120000
FA 70 2 11356 57 58
FA Bl 1 1000
FA 81 2 109545455
FA 85 1 0001
FA 85 2 10552 53 53
Spontaneous tumor pcot: 4% in-ctrl. <« Total - 5.3.4.5
2ARY, - OTHER (MAS ) IN 79-91 1 13200 0.996 0.595 0.9585
FEIIROADENOME (144 ) IN 759-91 2 54289
IN 92-3104 1 471302
IN 92-104- 2 16 10 6 4
IN 105-106"1 28112210

Filename: N21107Carcin.doc
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Spontaneous tumor pct:

Spontaneous  tumor pet:

MISCULO-SKELETAL

CSTIOSERCOMA

Spontaneous. tumor pet:

MUSCULO-SKELETAL
MYCEPITHILIRL TUMOUR

"'Spontanecus tumbr pot:

{
CELL TUMOUR

Sporitanecus. tumor pet:

oMa

Spontaneous tumor pcot:

(L&R)

Spontaneous. tumor pet:

OVARIEZS (L&R)

THECOMA

Sponianeous tumor peot:

37%

<=

2%

S
LOSA-THECAL CELL TUM
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PANCREAS
EXOCRINE CELL: ADENOMA

Spontaneous tumor pet:

PANCREAS
ISLET CELL ADENOMA

Spontaneous tumor pct:

PRRATHYROIDS. L&R
ADEZNOMA

Spontaneous tumor pct:

PITUITARY
ADENOMA

Spontarnieous tumor pet: 42%

SKIN OTHER

3%
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FIBROMA

Spontaneous tumor pct: 5%

SKIN OTHER
HISTIOCYTIC SARCOMA

Spontaneous. tumor pct: 2%

SKIN OTHER
KERATOACANTHOMA

Spontaneous tumor pet: 2%

S¥IN OTHER
LIPOMA

Spontaneous’ tumor pet: 2%
SKIN OTHER
PAPILLOMA
Spentaneous’ tumor pot: <=

SKIN- OTHER
SARCOMA
Spontaneous

tumor pet: <=

Spontaneocus: tumor pcot: <=

SXIN OTHER

MYQEZPITHELIAL TUMOUR
Spontaneous. tumor pet: <=
STOMACH X' 3

SQUANOUS 'CELL PAPILLOMA
Spontaneous: tumor pct: <=

THYROIDS (L&R)
FOLLICULAR CELL ADENOMA

Spontaneous tumor. pet: <=
TEYROIDS  (L&R)

FARXSOLLICULAR CARCINOMA
Spontanecus. tumor pét: <=

THYROIDS (L&R)
FARAFOLLICULAR ADENOMA

Spontaneous tumor pet:i: 9%
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THORAX
SKRCOMA

Spontaneous” tumor pet:

THYMUS

THEYROGLOSSAL DUCT CARCINO
Spontanedus tumor pct:

TrYMOMA

Spontaneous - tumor pet:

"UTERUS
ADENOCARCINOMA

Spontaneous

‘“;AON‘
Sporitaneous

UTERUS

ZNDOMETRIAL “SARCOMA

Spontaneous

UTERUS
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Spontaneous

UTERUS
STROMAL POLYP

Spontaneous. tumor pet:
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'f N
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¥ e
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ENDOMETRIAL SARCOMA

Spontaneous tumor

UTERINE CERVIX
STROMAL: POLYP
Spontaneous tumor

VAGINA
LEIOMYOSARCOMA
Spontaneous: tumor

VAGINA
SARCONMA
Sporitaneous’ tumor

pet:

pct:

pct:

pct

3%
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APPEARS THIS WAY
ON ORIGINAL
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Analysis of Male Mice
Dose-Mortality Yrend Tasts
This test Is run using Trend snd Homogene ity Ansliyses of Proportions snd
Life Table Datas Version 2.1, by
sﬁééi&iiuﬁféﬁ i
Sex: Male
Time<Adjusted P
Method Trend Test Statistic Value
Cox Dose-Mortality Trend 212 0.1450
Depart from Trend 3.22 0.3585
Homogeneity §.38 0.2535
Kruskai-wallis Dose-Mortality Trend 1.58 0.2080
Depart from Trend 3.89 0.2741
Homogeneity 5.47 0.2423
T Analysis of Mortaliity
Species: Mice
Sex: Male
Dose
CTRL1 CTRL2 LOW MED HIGH
Num. {Num. [Cumu [Num, | Num. {Cumu ] Num. | Num. Cumu [Num. [Num. [Cumu|Num. | Num. | Cumu
of at {Pct.| of at |Pcti| of at Ipet.fl ot at (Pet.] of at |Pct.
Dead|Risk|Died}Dead|Risk|Died|Dead]|Risk|Died|Dead Risk|Died|Dead{Risk|Died
Ueek
0-50 6 60{10.0 5 601 8.3 1 B0} 1.7 1 BOf 1.7 . .
S1-80 8 54123.3 13 §5(30.0 18 59131.7 ] 59116.7 15 s0l25.0
B1-93 14 Y6 |4E.T 12 42 |50.0 10 41{48.3 11 50135.0 [ 45]35.0
94-85 3z 60[53.3 30 600|500 3 BOSY.LT 38 60]|E5.0 as 60|65.0
Analysis of Carcinogenic Potential
Test of Dose-Response (Tumor) Positive Linear Trend
Test Result:
NO SIGNIFICANT DOSE-TUMOR POSITIVE LINEAR TREND WAS DETECTED!
A e e e e e e e e e e s s S L R s s e e e e SR e D e D A L e D D +

| sratistical Interpretation of Significance in Evaluation of Tumdr
| - -Data Analyses Currently Adopted by CDER Divisions of Biometrics

[

| * Exact Test - The statistical interpretation of significarce is
] based on the exact test, if one of theé two following situation
|
!

applies.

Filename: N21107Carcin.doc
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i non-fatal to all the animals.

2. The tunor is fatal only to some but 4ot to all atimals; and
time-intervals for both situations. of lethality “io not

overlap:

The exact test is done using the Permutation test wit

scores, which are the actual dose values’

The tumor 1s found either fatal to all the animals or

h 'general
When the scores are

set to be eguially spaced, the above test is known as the
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NDA 21-107, Lotronex
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FA 90 1 1010240

FA 90 2 3.4 453

FA 93 1 00010

FA 93 2 304040403

Spontaneous tumor pet: 9% in etrl. < Total = 38 60 B2
Lymproreticular tissue (13 Y IN B1-93 1 0010000 0.285°0.312 0.320

Listiocytic sarcoma [M) (22 ) IN 81<93 2 20402030

IN'84-95 1 00001

IN 94-85 2 30043 a2

FA 59 1 05120000

FA 59 2 5710 8103

FA 65 1 001100

FA 65 2 5977793

FA B85 1 00 . X-0:0

FA 85 2 4.6 583
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SponTaneosus tumor petis2% in ctrl. - Total = 02 20200
. noreticulay tissue (13 ) IN £1-83 1 07001000 0.874 0.BED 0.885

mest-cell tumour: [M] (23 ) IN 81-83 2 250204000

IN 94-895 1 20120000

IN. 94-95 2 107303043

Spontaneous tumor pct: 3% in etrl. < Total = 201100000
réreas (16 )} IN 94-9% 1 0025000 0.737 0805 0,813

N ~cell 'adenoma [B) (28 ) IN 94-9%5 2 32302838 39

Spontaneolus: tUROL pot: <= 1% in ctrl. - Totral = 00 2o
cles (18 ). IN 94-95 1 00 10 0.456 0.581 0.607

[B] (2 ) IN 94-8% 2 32:-3031 38 3%

tumor pecty <= 1% in ‘¢trl. - Total 000170
sirenals (2 ) IN 81-93 1 10000 0.269 0.230°0.238

subcapsilar adenoma [B] (3 ) IN"B1-93 2 131210116

IN: 94-85 1 000

IN 54-85% 2 32:30-31:38 .38

Sporntaneous tumor pet: <= 1% in ¢trl. - Total - 1090000101
Adrenals (2 ) "IN 94-9% 1 00010 0.456 0.581.0:607

cortical adenoma [B] (4 ) IN 94-85 2 3230 31:38.39
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Lzerangiona. [B) (2 ) IN 94-9% 2 708 3-8
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cslecsarcoma (M) {31 ) FA 50 2 8 11 46 .8

Sperntaneous tumor pot: <= 1% in ctrl. - Tétal = 00010
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FA 83 1 1270050000
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Spontaneolus. tumor peti 3% in etrl.: < Total - 12702070
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lyrmphangioma [B] (37 ) IN. 81-93 2 1411101016

Sporitaneous tumor pct: <= 1% in etrl. - Toral - 01 .00 "0
Skin (21 } "IN 94-95 1 00010 0.456 0.591 0.:607

sguamous papilloma |B) (9 }IN-94-95 2 32-30°31.38 35

Spontaneous tumor pet: <= 1% in ctrl. - Total - 00 0.1 0
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(M) (46 ) IN 94-95 2 32:30.30 3839
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